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L2 ANSWER 1 OF 3 CAPLUS COPYRIGHT 2004 ACS on STN 
AN 2002:237903 CAPLUS 
DN 136:259025 

TI cDNA encoding endostatin and its use as inhibitor of cancer and 

angiogenesis-related disorders in dogs 
SO Eur. Pat. Appl . , 56 pp. 

CODEN: EPXXDW 
IN Sheppard, Michael G. ; Tong, Xiao 

AB The present invention relates to canine endostatin 

genes and polypeptides associated as inhibitors of angiogenesis-related 
disorders, such as cancer. The invention encompasses endostatin 
nucleic acids, recombinant DNA mols., cloned genes or degenerate variants 
thereof, endostatin gene products and antibodies directed 
against such gene products, cloning vectors containing mammalian 
endostatin gene mols., and hosts that have been genetically- 
engineered to express such mols. In a further embodiment the said 
endostatin is not from chicken, human or mouse. The invention 
further relates to methods for the identification of compds . that modulate 
the expression of endostatin genes and gene products and to 
using such compds. as therapeutic agents in the treatment of 
angiogenesis-related disorders, e.g., cancer. The invention also relates 
to methods for the diagnostic evaluation, genetic testing and prognosis of 
angiogenesis-related disorders, e.g., cancer, and to methods and compns . 
for the treatment these disorders. Angiogenesis-related disorders include 
angiogenesis-dependent cancers comprising solid tumors and blood borne 
tumors such as leukemias, tumor metastases, benign tumors comprising 
hemaniomas, acoustic neuromas, neurofibromas, trachomas, and pyogenic 
granulomas. Also included are rheumatoid arthritis, psoriasis, ocular 
angiogenic diseases comprising diabetic retinopathy, retinopathy of 
prematurity, macular degeneration, corneal graft rejection, neo- vascular 
glaucoma, retrolental fibroplasia, and rubeosis. Osier-Webber syndrome, 
myocardial angiogenesis , plaque neovascularization, telangiectasia, 
hemophiliac joints, angiofibroma, wound granulation, coronary collaterals, 
cerebral collaterals, and arteriovenous malformations are also included. 
Other diseases include ischemic limb angiogenesis, diabetic 
neovascularization, macular degeneration, fractures, vasculogenesis , 
hematopoiesis, ovulation, menstruation and placentation . 
PATENT NO. KIND DATE APPLICATION NO. DATE 



PI EP 1191036 A2 20020327 EP 2001-307224 20010824 

EP 1191036 A3 20020703 

R: AT, BE, CH, DE , DK, ES, FR, GB, GR, IT, LI, LU, NL, SE, MC, PT, 

IE, SI, LT, LV, FI, RO 

JP 2003000268 A2 20030107 JP 2001-254697 20010824 

US 2003158099 Al 20030821 US 2001-938391 20010824 



L2 ANSWER 2 OF 3 MEDLINE on STN 

AN 2002487981 MEDLINE 

TI Endostatin concentrations in healthy dogs and 

dogs with selected neoplasms. 
SO Journal of veterinary internal medicine / American College of Veterinary 

Internal Medicine, (2002 Sep-Oct) 16 (5) 565-9. 

Journal code: 8708660. ISSN: 0891-6640. 
AU Rossmeisl John H Jr; Bright Patricia; Tamarkin Lawrence; Simpson Byron W; 

Troy Gregory C; Hueston William; Ward Daniel L 
AB Endostatin prevents angiogenesis and tumor growth by inhibiting 
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endothelial cell proliferation and migration. The purpose of this study 

was to determine serum endostatin concentrations in 53 healthy 

dogs and in 38 dogs with confirmed malignant neoplasms. 

Endostatin concentration was determined with a competitive 

enzymatic immunoassay (EIA) with rabbit polyclonal antibody generated 

against a recombinant canine endostatin protein. Both 

the presence of cancer and increasing age were associated with increased 
serum concentration of endostatin. Endostatin 

concentration in healthy dogs was 8 7.7 +/- 3.5 ng/mL. Upper and 
lower limits of the reference range for serum endostatin 
concentration in healthy dogs were 60 and 113 ng/mL. 
Dogs with lymphoma (LSA) and hemangiosarcoma (HSA) had 
endostatin concentrations of 107 +/- 9.3 ng/mL. In conclusion, 
this study demonstrates that endostatin can be quantified in 
dogs and that endostatin concentrations are high in 
dogs with HSA and LSA . 

L2 ANSWER 3 OF 3 CAPLUS COPYRIGHT 2004 ACS on STN 
AN 2000:144909 CAPLUS 
DN 132:190503 

TI Expression and export of angiostatin and endostatin as immunof usins 
SO PCT Int. Appl., 68 pp. 

CODEN: PIXXD2 
IN Lo, Kin-Ming; Li, Yue; Gillies, Stephen D. 

AB Disclosed are nucleotide sequences, for example, DNA or RNA sequences, 
which encode an Ig Fc-angiogenesis inhibitor fusion protein. The 
angiogenesis inhibitors can be angiostatin, endostatin, a plasminogen 
fragment having angiostatin activity, or a collagen XVIII fragment having 
endostatin activity. The nucleotide sequences can be inserted into a 
suitable expression vector and expressed in mammalian cells. Also 
disclosed is a family of Ig Fc-angiogenesis inhibitor fusion proteins that 
can be produced by expression of such nucleotide sequences. Also 
disclosed are methods using such nucleotide sequences and fusion proteins 
for treating conditions mediated by angiogenesis. When C57/BL6 mice with 
implanted Lewis lung tumors are injected with 720 ug human Fc-human 
angiostatin fusion protein per mouse, the protein had a circulating 
half -life of about 32 h, and Western anal, shows that >90% of the fusion 
protein remains as an intact mol . in circulation. 
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LOCUS 

DEFINITION 

ACCESSION 

VERSION 

KEYWORDS 

SOURCE 

ORGANISM 



REFERENCE 
AUTHORS 
TITLE 

JOURNAL 

FEATURES 

source 



AX399629 
Sequence 
AX399629 
AX399629. 



829 bp 
from Patent EP1191036. 

GI:21335409. 



DNA 



linear 



PAT 06-JUN-2002 



Canis 
Canis 



f amiliaris 
f amiliaris 



(dog) 



Craniata; Vertebrata; 
? Fissipedia; Canidae; 



Euteleostomi; 
Canis . 



Eukaryota; Metazoa; Chordata; 
Mammalia; Eutheria; Carnivora 
1 

Sheppard, M . G . and Tong,X. 

Methods and compositions for diagnosing and treating disorders 

involving angiogenesis 

Patent: EP 1191036-A 1 27-MAR-2002; 

Pfizer Products Inc. (US) 

Location/Qualifiers 

1. .829 

/organism="Canis f amiliaris" 
/mol_type="unassigned DNA" 
/db xref="taxon:9615" 



ORIGIN 



// 



1 ccctggcggg cagatgacat cctggccggc cccccgcgcc tgctggaccc ccagccctac 

61 cccggggccc cgcaccacgg ctcctacgtg cacttccagc cggctcgccc cactggtggg 

121 cccgtccaca cccacaccca cacccaccag gacttccagc tggtgctgca cctggtggcc 

181 ctgaacagcc cgcagccggg cggcatgcga ggcatccggg gagcggactt ccagtgcttc 

241 cagcaggcgc gcgccgcggg gctggccggc accttccggg ccttcctgtc gtcgcggctg 

301 caggacctct acagcatcgt gcgccgcgcc gaccgcaccg gggtgcccgt cgtcaacctc 

361 agggacgagg tgctcttccc cagctgggag gccttattct cgggctccga gggccagctg 

421 aagcccgggg cccgcatctt ctctttcgac ggcagagatg tcctgcagca ccccgcctgg 

481 ccccggaaga gcgtgtggca cggctccgac cccagcgggc gccgcctgac cgacagctac 

541 tgcgagacgt ggcggacgga ggccccggcg gccaccgggc aggcgtcgtc gctgctggcg 

601 ggcaggctgc tggagcagga ggccgcgagc tgccgccacg ccttcgtggt gctctgcatc 

661 gagaacagcg tcatgacctc cttctccaag tagggccgcg cggcccacgg acaggcgggg 

721 gagggggcgc ccgcaggagc atccgccgcc ccgggggggc ctggccggga cgcttgcctg 

781 caccgtcacg tttaatgtaa tcctcaagaa ataaaaggaa gccaaagag 
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AX399631 555 bp DNA 

Sequence 3 from Patent EP1191036. 
AX399631 

AX399631.1 GI:21335410 



(dog) 



linear 



PAT 06-JUN-2002 



Canis familiaris 
Canis familiaris 

Eukaryota; Metazoa; Chordata; Craniata; Vertebrata; Euteleostomi; 
Mammalia; Eutheria; Carnivora; Fissipedia; Canidae; Canis. 

1 

Sheppard,M.G. and Tong,X. 

Methods and compositions for diagnosing and treating disorders 

involving angiogenesis 

Patent: EP 1191036-A 3 27-MAR-2002; 

Pfizer Products Inc. (US) 

Location/Qualifiers 

1. .555 

/organism="Canis familiaris" 
/mol_type="unas signed DNA" 
/db xref="taxon: 9615" 



ORIGIN 



1 
61 
121 
181 
241 
301 
361 
421 
481 
541 



cacacccacc 
ggcggcatgc 
gggctggccg 
gtgcgccgcg 
cccagctggg 
ttctctttcg 
cacggctccg 
gaggccccgg 
gaggccgcga 
tccttctcca 



aggacttcca 
gaggcatccg 
gcaccttccg 
ccgaccgcac 
aggccttatt 
acggcagaga 
accccagcgg 
cggccaccgg 
gctgccgcca 
agtag 



gctggtgctg 
gggagcggac 
ggccttcctg 
cggggtgccc 
ctcgggctcc 
tgtcctgcag 
gcgccgcctg 
gcaggcgtcg 
cgccttcgtg 



cacctggtgg 
ttccagtgct 
tcgtcgcggc 
gtcgtcaacc 
gagggccagc 
caccccgcct 
accgacagct 
tcgctgctgg 
gtgctctgca 



ccctgaacag 
tccagcaggc 
tgcaggacct 
tcagggacga 
tgaagcccgg 
ggccccggaa 
actgcgagac 
cgggcaggct 
tcgagaacag 



cccgcagccg 
gcgcgccgcg 
ctacagcatc 
ggtgctcttc 
ggcccgcatc 
gagcgtgtgg 
gtggcggacg 
gctggagcag 
cgtcatgacc 
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